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Supplementary Figure 1   Number of patients who experienced fatigue (n = 17)

Supplementary Figure 2   Patients experiencing both physical and mental fatigue
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Supplementary Table 1   Inclusion and exclusion criteria
	Criteria
	Description

	Inclusion criteria
	Patient is aged ≥18 years
Patient has a diagnosis of primary ITP for more than 3 months
Patient has a documented un-sustained response, intolerance, insufficient response, or any contraindication to first-line ITP therapy (e.g., oral corticosteroids, intravenous immunoglobin, and anti-D immunoglobin)
Patient resides in the United States
Patient speaks English
Patient is willing and able to electronically sign an informed consent form

	Exclusion criteria
	Patient has been diagnosed with secondary ITP or whose ITP is caused by an underlying disease (i.e., autoimmune disorder or infection)
Patient is pregnant or lactating
Patient is living with or has recently experienced any of the following diagnoses in the past 3 months
HIV
Hepatitis B or C
Autoimmune diseases such as lupus, rheumatoid arthritis, and antiphospholipid syndrome
Any other disease where a key symptom is fatigue 
Any other clinically significant disease, condition, or medical history that, in the opinion of the patient’s clinician would interfere with the patient’s safety, study evaluations, and/or study procedures
Patient has received any of the following in the past 3 months (self-reported)
Chemotherapy 
Rilzabrutinib or any other Bruton’s tyrosine kinase inhibitors
Any investigational product
Any other treatment where a known side effect is fatigue
Patient is currently experiencing drug or alcohol abuse
Patient has had a major surgical procedure, including an organ transplant or a splenectomy in the past 6 months, or planned one within the next month
Patient has been tested positive in COVID-19 molecular test within 4 weeks of screening for the interview study 

	COVID, Coronavirus disease 2019; HIV, Human immunodeficiency virus; ITP, Immune thrombocytopenia. 


Supplementary Table 2  Cognitive debriefing interview questions
	Instrument
	Topics explored

	ITP-PAQ – Fatigue/Sleep items (items 7–10)
	· What they thought the item was asking?
· Whether they found the item to be clear and easy to understand or whether they would change the wording of the item?
· Whether they thought that the concept being explored by the item was relevant to their experience with ITP?
· What time they were thinking of when considering an answer?
· Whether they thought the response options available were easy to understand?
· What they were thinking when choosing a response?
· Whether the response options/answer choices were different and distinct from one another (ITP-PAQ item 10, PGIS-Fatigue, PGIS and PGIC only)?
· What they would consider to be a meaningful change of improvement (ITP-PAQ item 10, PGIS-Fatigue, PGIS and PGIC only)?
· Whether they could consider moving one response category right to be a meaningful change of improvement for you (ITP-PAQ item 10, PGIS-Fatigue, PGIS and PGIC only)?

	PGIS-Fatigue
	· 

	PGIS
	· 

	PGIC
	· 

	ITP-PAQ - All other items (items 1–6, 11–44)
	· Whether they found the item to be clear and easy to understand or whether they would change the wording of the item?
· Whether they thought that the concept being explored by the item was relevant to their experience with ITP?

	-The ITP-PAQ, PGIS, PGIS-Fatigue, and PGIC instruments were coded for: Item clarity, Item relevance, Response option clarity, Response option relevance.
-ITP-PAQ Fatigue/Sleep items (items 7–10), PGIS, PGIS-Fatigue, and PGIC items were also coded for: Response option (timeframe, rationale, and feedback).
-Participants were asked about the minimum level of change in the ITP-PAQ item 10 (physical fatigue) and the anchor items (PGIS-Fatigue, PGIS, and PGIC) that would be meaningful to their experience with ITP.
ITP, immune thrombocytopenia; PAQ, Patient Assessment Questionnaire; PGIS-Fatigue, Patient Global Impression of Severity of Fatigue; PGIS, Patient Global Impression on Severity; PGIC, Patient Global Impression on Change scales.



Supplementary Table 3  ITP signs and symptoms saturation per wave of interviews
	
	Wave 1
	Wave 2
	Wave 3
	Wave 4
	Total combined

	Number of patients
	5
	5
	5
	3
	18

	Count of new symptom concepts
	19
	7
	0
	0
	26

	% of concepts first appearing in wave
	73%
	27%
	0%
	0%
	100%

	Symptoms

	Physical fatigue
	X
	
	
	
	

	Bruising
	X
	
	
	
	

	Petechiae
	X
	
	
	
	

	Daytime sleepiness
	X
	
	
	
	

	Difficulty staying awake during the day
	X
	
	
	
	

	Difficulty falling asleep
	X
	
	
	
	

	Difficulty staying asleep
	X
	
	
	
	

	Emotional impact of fatigue
	X
	
	
	
	

	Difficulty in waking up in morning
	X
	
	
	
	

	Bleeding gums
	X
	
	
	
	

	Nosebleeds
	X
	
	
	
	

	Bleeding episodes
	X
	
	
	
	

	Blood blisters
	X
	
	
	
	

	Heavy menstrual cycles
	
	X
	
	
	

	Mental fatigue
	
	X
	
	
	

	Headache
	X
	
	
	
	

	Muscle aches
	X
	
	
	
	

	Hematoma
	X
	
	
	
	

	Dizziness
	
	X
	
	
	

	Blood in feces
	
	X
	
	
	

	Migraine
	
	X
	
	
	

	Ankle swelling
	X
	
	
	
	

	Diarrhea
	X
	
	
	
	

	Back pain
	X
	
	
	
	

	Itchiness
	
	X
	
	
	

	Blood pressure
	
	X
	
	
	

	ITP, Immune thrombocytopenia



Supplementary Table 4  ITP impacts saturation per wave of interviews
	
	Wave 1
	Wave 2
	Wave 3
	Wave 4
	Total combined

	Number of patients
	5
	5
	5
	3
	18

	Count of new impact concepts
	16
	1
	2
	0
	19

	% of concepts first appearing in wave
	84%
	5%
	11%
	0%
	100%

	Impacts

	Work impacts
	X
	
	
	
	

	Worry and fear
	X
	
	
	
	

	Family impacts
	X
	
	
	
	

	Friend and social life impacts
	X
	
	
	
	

	Need to be cautious
	X
	
	
	
	

	Limited types of physical or sporting activities 
	X
	
	
	
	

	Household chores
	X
	
	
	
	

	Sadness/
depression
	X
	
	
	
	

	Financial impacts
	X
	
	
	
	

	Need caregiver assistance
	X
	
	
	
	

	Medical appointments
	X
	
	
	
	

	Travel impacts
	X
	
	
	
	

	Stress
	X
	
	
	
	

	Embarrassment
	X
	
	
	
	

	Hard to make plans
	X
	
	
	
	

	Appetite/eating habits
	
	X
	
	
	

	Period-related impacts
	
	
	X
	
	

	Self-aware with my body
	
	
	X
	
	

	Weight gain
	X
	
	
	
	

	ITP, immune thrombocytopenia.



Supplementary Table 5  ITP-PAQ symptoms details as per items
	ITP-PAQ Symptoms (Items 1–6)
	Seventeen patients gave their feedback on items from the ITP-PAQ symptoms domain. A small number of patients indicated that some of the items were not relevant to them as they have never experienced these symptoms (n = 1 items 3-4, n = 3 items 5-6). Some of the patients indicated that certain items should be reworded. For example, one patient reported that item 1 should describe the symptom as “small pinpoint red dots”. However, there was no confusion; majority of the patients could answer the questions as written. Nearly all patients reported that the response options were clear, except one patient who indicated that the response options (“never” to “all the time”) were not relevant, proposing using the number of days the symptom was experienced instead.

	ITP-PAQ Fatigue/ Sleep 
(Items 7–10)

	Patients gave feedback on their comprehension of the item. All patients reported items to be clear (N = 18, 100%). 
Item 7 (difficulty falling asleep at bedtime): Nearly all patients thought that items were relevant to their experience with ITP (n = 16, 89%). Some of the patients explained they had difficulty falling asleep at bedtime, citing reasons such as taking too many naps during the day, feeling anxious, and side effects from treatment for their condition. Two patients reported that the item was not relevant to them as they did not experience the symptom. One patient suggested splitting the item in two separate questions to make the involvement of ITP and treatments more obvious. 
Item 8 (awaken during the night): A majority of patients (n = 14, 78%) reported that this item was relevant to their experience with ITP. Four patients (22%) indicated they had never experienced the symptom, and therefore did not find the item applicable. Several patients noted that difficulty staying awake could be linked to their lifestyle or to medications they were taking. One patient shared that, although they no longer experienced the symptom, it had been relevant in the past. Another patient suggested enhancing the item by specifying the number of nighttime awakenings to improve clarity.
Item 9 (feeling sleepy during the daytime): Although some participants were not experiencing this symptom at the time of the interview, they noted its relevance based on past experiences with ITP and/or its treatment, particularly corticosteroids, which had previously caused daytime sleepiness. One participant emphasized the importance of including this item, noting that healthcare providers often overlook this aspect of the condition. Regarding comprehension, nearly all participants (n = 17, 94%) reported that the item was clear. However, one patient could not fully comprehend item 9, indicating uncertainty about whether to respond in reference to ITP or the treatment. This patient suggested adding the word “symptoms” to the question to make it easier to think about an answer. Another patient who found the item clear, expressed some difficulty separating sleepiness and exhaustion, but they did not suggest any change in the wording of the item. 
Item 10 (feeling physically fatigued): Patients mentioned that this item is relevant because ITP and its treatments make them feel tired, drained, exhausted, sluggish, their arms, shoulders and legs are heavy or, they are not able to move or go running. One patient (6%) noted it is important and physicians usually ignore the fatigue caused by ITP. Another patient also found the item to be relevant and noted that the physical aspect of fatigue may be caused by the emotional impact, specifically the stress, of ITP. One patient reported that an alternative term would be more useful as they are “not used to hearing” the term fatigue. One patient (6%) suggested that the response options could be updated to “quantify” the number of weeks they experience this symptom. 

	ITP-PAQ Bother (Items 11–13) 

	All patients providing feedback were able to answer the three bothersome items. A few patients indicated that certain items were not relevant to their experience, either because they had not encountered the specific impact described or did not consider it important (n = 2 for item 11; n = 1 for item 13). Additionally, two patients reported that some item wordings were unclear (n = 1 for items 11 and 13; n = 2 for item 12). One patient expressed uncertainty about whether the items referred specifically to the effects of ITP symptoms or to their overall health while living with ITP. Another was unsure whether "physical health" referred to general physical well-being or the absence of current illness. Regarding the relevance and clarity of response options, one patient commented that items 12 and 13 (on a 7-point Likert-type scale; not at all to extremely) had too many choices and it would be better if the response options of item 11 could be used (a 5-point Likert-type scale; Never to All of the time). One patient suggested rewording item 12 to clarify the meaning of physical health.

	ITP-PAQ Activity (Items 14–15); Psychological (Items 16-20); Fear (Items 21–25); Overall Quality of Life (Items 26–30); Social Activity (Items 31-34); Work (Items 41–44)
	All of them were able to answer the items and nearly all found that these questions were relevant and clearly phrased. 
Items 14–15 (ITP-PAQ Activity): Seventeen patients provided feedback on the ITP-PAQ Activity items. All were able to respond to the questions, and the majority found them both relevant and clearly worded. However, one participant noted that the items were not applicable to their experience, as ITP had not affected their ability to exercise. Regarding item 14, one patient commented that the question focused solely on physical ability to exercise and did not account for a lack of motivation due to overall well-being. This patient suggested revising the item to include motivation as a factor. Items 16-20 (ITP-PAQ Psychological): One patient reported that items 19 and 20 were not relevant to their experience, as they had never encountered the symptoms described. Another patient expressed concerns about the response scale used for these items (“not at all” to “extremely”), noting that it differed from the scale used in items 16–18 (“never” to “all the time”) and felt less clear or applicable. This patient suggested that using consistent response options, such as “all the time” or “most of the time”, would be preferable to terms like “extremely” or “quite a bit.” Although recall period was not explicitly discussed for these items, one patient spontaneously mentioned a preference for a longer recall period.
Items 21-25 (ITP-PAQ Fear): Only three patients reported that two items were not relevant to them (n = 2, item 23; n = 1, item 25) as they did not have such experience, and only one patient reported that item 25 was not very clear as they had to read it twice to understand the question.
Items 26-30 (ITP-PAQ Overall Quality of Life): Only one patient indicated that items 27–30 were not relevant to their experience, as they had never encountered such impacts due to ITP. Another patient found items 26 and 27 unclear, specifically struggling with the interpretation of the term “quality of life,” which appeared in both items. They felt the items were too similar and suggested distinguishing them by specifying whether the impact was physical, mental, or emotional. Despite the use of different response scales, “not at all” to “extremely” for items 26–27 and “strongly agree” to “strongly disagree” for items 28–30, all participants found the items clear and relevant overall.
Items 31–34 (ITP-PAQ Social Activity): One patient noted that item 32 was not relevant to their experience as they never avoided social activities to limit their exposure to infection and another patient mentioned that item 33 was not relevant as they were never bothered by what people might think about their bruising or scarring.

	ITP-PAQ Women’s Reproductive Health (Items 35–40)
	All patients found the wording and response options for items 35–37 to be clear. However, three patients indicated that these items were not relevant to them and were unable to respond, as they were not currently experiencing menstrual periods: two due to menopause and one due to hormonal treatment. The two post-menopausal patients also found items 38–40 irrelevant and did not provide responses.
Several patients raised concerns about the clarity of items 38–40 (n = 2 for item 38, n = 1 for item 39, and n = 2 for item 40). One participant noted that the items did not distinguish between physical limitations (e.g., fertility issues) and personal choice (e.g., not wanting children). Another suggested clarifying whether the fertility-related questions referred to periods of remission or relapse, explaining that based on her experience, pregnancy may be possible during remission.
While all 14 patients found the response options for items 38 and 39 to be clear, one patient found the response options for item 40 confusing. They pointed out that if someone is unable to give birth, adoption might be more likely, not less. Additionally, a post-menopausal patient recommended including a “Not Applicable” option, noting that “not at all” did not accurately reflect her situation. 

	ITP-PAQ Work (Items 41-44)
	All patients (N = 17) were able to answer the questions of this domain, they found the items clear and the response options relevant and clear. A small number of patients indicated that some of the items were not relevant to them as their ITP never affected their career or relationship with coworkers (N = 3 items 41–43, n = 4 item 44). One patient indicated that they would like to change the wording of the items to include the time after remission.



Supplementary Table 6   Mean, median, standard deviation and range on the patients’ assessment of perceived meaningful improvement and worsening
	Item
	Mean
	Median
	Standard deviation
	Range

	Meaningful improvement

	ITP-PAQ Fatigue (Item 10)
	1.11
	1
	0.32
	1 (1-2)

	PGIS-Fatigue
	1.11
	1
	0.32
	1 (1-2)

	PGIS
	1.29
	1
	0.47
	1 (1-2)

	PGIC
	1.17
	1
	0.38
	1 (1-2)

	Meaningful worsening

	ITP-PAQ Fatigue (Item 10)
	1.11
	1
	0.32
	1 (1-2)

	PGIS-Fatigue
	1.06
	1
	0.24
	1 (1-2)

	PGIS
	1.28
	1
	0.46
	1 (1-2)

	PGIC
	1.21
	1
	0.43
	1 (1-2)

	ITP-PAQ: ITP- Patient Assessment Questionnaire; PGIS: Patient global impression of severity; PGIC: Patient global impression of change
ITP-PAQ Item 10: Two patients selected 2-point change (starting point was “All of the time” for both of them). The remaining patients selected 1-point change from various starting points.
PGIS-Fatigue: Two patients selected 2-point change (starting point was i) Very severe [n=] and ii) Severe [n=1]). The remaining patients selected 1-point change from various starting points.
PGIS: Five patients selected 2-point change (starting point was i) Very severe [n=2] and ii) Moderate [n=3]). The remaining patients selected 1-point change from various starting points.
PGIC: Starting point was “no change” for all participants (a 1-point change would correspond to moving to a little better, while a 2-point change would correspond to moving to moderately better, etc.).




Number of patients	[CATEGORY NAME]
[PERCENTAGE]
[CATEGORY NAME]
[PERCENTAGE]

Physical fatigue and emotional impact	Physical fatigue only 	Mental and physical fatigue	Mental, physical fatigue and emotional impact	8	5	3	1	
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